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the description, pages 
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the claims. 
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| [ the description, pages 

| | the claims. Nos. 

[ | the drawings. sheets/fig 
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filed with the demand, 
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filed with the letter of 



as originally filed. 

as amended under Article 19. 

filed with the demand. 

filed with the letter of 

filed with the letter of 



as originally filed, 
filed with the demand, 
filed with the tetter of _ 
filed with the letter of . 



3. | 1 This report has been established as if (some of) the amendments had not been made, since they have been considered 

' ' to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 

1-8 

Novelty (N) Claims 

Claims NO 

7,8 YES 
Inventive step (IS) Claims . 



Claims 



1-6 NO 



Industrial applicability (IA) Claims 1 8 YES 



Claims 



NO 



2. Citations and explanations 

Rheumatoid arthritis remedy containing an IL-6 
antagonist of the present invention, as described in 
claims 1-4, is not disclosed in document 1 [Hariagai, M. 
et al., J. Rheumatol., Vol. 15, No. 11 (1988), pp. 1616- 
1622] . However, SUMMARY and "Neutralization of BFDC 
activity of ASC culture medium by rabbit anti-BSF-2/IL-6" 
in RESULT of document 1 mention an IL-6 antibody as an IL- 
6 antagonist, and INTRODUCTION mentions that IL-6 plays an 
important role in the pathological process of rheumatoid 
arthritis. Therefore, a person skilled in the art could 
have easily conceived that an IL-6 antagonist, which 
inhibits IL-6 that plays an important role in the 
pathological process of rheumatoid arthritis, can be used 
as a rheumatoid arthritis remedy. On the other hand, 
document 1 does not mention the case in which IL-6 is an 
human IL-6, as disclosed in claim 4. However, document 3 
[Matsuda, T. et al . , Eur. J * Immunol., Vol. 18 (1988), pp. 
951-956] mentions an human IL-6 antibody as an IL-6 
antagonist. Therefore, adopting the one disclosed in 
document 3 as an IL-6 antagonist would have been easily 
conceived by a person skilled in the art. Consequently, 
the invention of claims 1-4 does not appear to involve an 
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inventive step. 

Rheumatoid arthritis remedy containing an IL-6 
antagonist of the present invention, as described in 
claims 1, 2, 5, and 6 , is not disclosed in document 2 
[Yasukawa, K. et al . , Toso Kenkyu Hokoku (Journal of Tosoh 
Research), Vol. 35, No. 2 (1991), pp. 77-91]. However, "1. 
introduction" of document 2 mentions that a remedy 
inhibiting IL-6's. activities is promising as a rheumatoid 
arthritis remedy, and "8. Inhibition of IL-6 activities by 
an anti-mouse IL-6 R antibody" mentions an IL-6R antibody 
as an IL-6 antagonist. Therefore, a person skilled in the 
art could have easily conceived that an IL-6 R antibody, 
as a IL-6 antagonist which inhibits IL-6, can be used as a 
rheumatoid arthritis remedy. On the other hand, document 2 
does not mention the case in which IL-6 is an human IL-6, 
as disclosed in claim 6. However, document 4 [Hirata, U. 
et al., J. Immunol., Vol. 143, No. 9 (1988), pp. 2900- 
2906] mentions an human IL-6 R antibody as an IL-6 
antagonist. Therefore, adopting the one disclosed in 
document 4 as an IL-6 R antagonist would have been easily 
conceived by a person skilled in the art. Consequently, 
the invention of claims 1, 2, 5, and 6 does not appear to 
involve an inventive step. 

The invention of claims 7 and 8 is neither disclosed 
in any of the documents cited in the ISR, nor obvious to a 
person skilled in the art . 
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A synovial cell growth inhibitor or a rheumatoid arthritis remedy based on synovial cell growth inhibition, 
each containing an IL-6 antagonist such as an TL-6 antibody or an IL-6R antibody. 
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Z. <D £ ? tefflttHi^ IL-6t/t#tUTte>MH16 6 (Mat 
suda£, Eur. J. Immunol. 18:951-956 
, 1 9 8 8 )^SK^S#(Satob,»21 @B*ftS¥^ 
¥ffi§Zm. 2 1:116, 1 9 9 1 ) mtf&lf £ ft <S o I L - 
6R$ift:i:ltli, PM- 1 Kl* (H i r a t a J. Immu 
nol. 143:2900-2906, 1 9 8 9 ) , AUK1 2- 
2 0 A U K 6 4 - 7giftfe§^liAUK 1 4 6 - 1 5 trite ( 

mmmm ttm&ffl^r^wo 92-19759) # f^mi? z> 0 

gp 1 3 OSttttLTte. A M 6 4 tfi: (#l¥ 3 - 2 1 9 8 9 4 

:nb®^T'^i:, PM-ii/L{*a<#£L^o 

j ? o fitful*, g^tfjc: I£&£l&fl5£<gffl &T©J: 
^CUTftSTiSo IL-6, IL-6R*5lMig 

P 1 3 0 £SfFiriJI t Itiffl IT, Zn&M1Z<D%Lmjj%:lZLtz 
*<oTftSU #^>ft 6^^tBflS^ii^CD^J!ail4^^(C J; o T^^n 
<z>.£gftBHS£ii&££-£. ii & © .x ? ij - /^i: J: 0, ^y?o- 

o 

-Tftti* it^o #Jx.li\ IffSJBf^fiLilirUTti. h b I L - 6 ©*§£ 
, Hi rano£ N Nature, 324:73, 1 9 8 6 (C Hfl ^ 
£ft/cbhIL-6 ©ite^FE^!I*ffl^S :ii:J;oTSbn§o 
h h I L - 6 © at fc^-ffifll ? -ZtlzWALTrnm 

f^b@l!90IL-6^ >'<2K#fl!SL> C©fif£l I L - 6 * > 

t h I L - 6 R ©*§£-. ftffl#rFaji^pgtt E P 3 2 5 4 7 4 
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L-6R^>^^I^#e:i:^t§5 0 I L - 6 R li 
© ( s I L — 6 R ) t0-»a*<*4o s I L-6Rliiiii:^ 

t h g p i 3 o ©*§<£. fkm&ftmm&M&^E p 4 1 1 9 4 6 

gp 1 3 0 * y*99l&ft2> z t&~e£ So 
(i. KTcawtsctciOff^nso ^ e<j (i % sfEffinc* 

PBS (Phosphate-Buffered Sal ine) 
^g^ffiTR^-CSiS Si§a L t> <D&ffi3UZ X *0 It© 
T ^ a. y< > K #Jx.(i\ 7 n >f > h 5S£T a. y Y ZMAWm L 
T> mZLM®^ 4-2 1 H«(w|S[IllS4-r^©^$f^L^o * fc. 

n - v*fflj&(i, tTi:, &&©«* ©*fflll&#U M*-ti\ P3 (P3 
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x63Ag8. 653) (J. Immnol. 123:1548, 
1978), p3-Ul (Current Topics in 
Micro — biology and Immunology 8 
1:1-7, 1 9 7 8 ), NS - 1 (Eur. J. Imm u n o 1 
. 6:51 1-519, 1976),MPC-ll(Cell, 8 
: 4 0 5 - 4 1 5, 1976), SP2/0 (Nature, 27 
6:269-270, 1978), FO (J . Immunol. M 



e t h . 3 5 
e d . 14 8 
re, 277 



1-21, 1980), S194 (J. Exp. M 
313-323, 1978), R210 (Natu 

131-133, 1979) mizmm £ ft <£ 

y^m, tzbx.lt, * JlZsf-J > <h<D?5fe (Mi 1 s t e i n M 
ethods Enzymol. 73:3-46, 1 9 8 1 ) 3£ iz 
mux ft? Z t^t§§ 0 

Tizm^<D^mmmm^xmm^ti^o m^^mmt vxitmz.it 

N ^'Jif L/>r'j3-;l. (PEG) . -fc^^^-C^X (HVJ 

) mfrmmzti. ^.izmmiz x ^m^^m^m^^tz^iz^ ^ ^ji 

mm. i-n LTft&mM& 1 - 1 oisttso^ii^o m^mm, 
m&izm^^igmmb vxit, mz.it, iui2 $ -v^bs**©^ 
miz&mte r p m i i 6 4 o mmm, u e M^mm, *©ffe. z<d 
m<Dfmmmmizm^^ftZMft<Di%mmJ)<mm'*sii%x$> o, £ *>iz 

, *fe!&jkm (fcs) moshmmmzw m-r % z t t>x$ £ 0 
mm* x£ < m& 3 7°cejg(rin?ab/cPE g #j 
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*.ti\ ^F^^^S 1 0 0 0 - 6 0 0 0 SSOPE G £ it fit. 

i: 3 o - 6 o % ( w / v ) cD^jg-e^JniL. ig-£-f ^: tciot 
z t iz X 0 7 'J K--7©£W U < # ^ ffl i& #J m & fifc 

M^-r^'y K- v£ii?ir©2f8s(c *©i&«_Lfif <£: 

So BU^©:fri£li> S&*6flg©tn;f*:*&S©(::aIL"C*J tK & 

Stt(RIA), if^Sil^i ( E I A , EL I S A) . St ft fit 
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^^(Immunofluorescence Analysis 

$ t» ??fltj£ (reshaped) l/:t h Stf* * * 16 B J K ffl 

^Jx.(i\ ^©£-5/«mitJ&t bfitfrt It, hPM-l^jfili^ 
OI^#^Fai^^^#-^WO 9 2 - 1 9 7 5 9 o 

R ) ffi®,(DT i J m&Wi&LX t> £1,^ (Sa t o Can c e r 

Res. 53:851-856, 1 9 9 3 ),$ ^ C li Si i i: 
*U I L - 6 ©JStt*B#-r*fr'a?*)tfcf*©HflK fcfc*tf, F 
ab^MMiFv, HitLiOFv Si^S^'J 
>*-Tl<S$ty!:i/>r^fx>f >F v (scFv) K"T 

i:«ffltK^t!5o (#Jx.t*\ Bi rdb, TIBTECH 

l l 
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, 9:132-137, 199 1;Huston£. Proc.N 
atl. Acad. Sci. USA, 85:5879-5883, 
1 9 8 8 o 

*&WC&m ZtlZ I L - 6 3(i*HtliBr akenho f 
f J . Biol. Chem. 269:86-93, 1 9 9 4 £> 
SlWiSavino^ EMBO J. 13:1357-1367 

, i 9 9 4 (i^^^n/cfc©^^(f^>n^o 

I L - 6 tbtli, IL-6CDT$y mun^^m^, x 

*$ a ti^tzmmzmx-rz z tizzt), i l - 6 r t<D&£ 

m&&mWLtz£ IL-6 (Di; Jlfcrnftrnfrtels^Ofrfe 

ffl^n^o ^bi^ofi^^i-s i l - 6 t*_Lsa©t£K**r-r * & 

□ 5 A N i: t*\ WHATIF (Vr i e n d £ > J. Mol 
. Graphics. 8:52-56, 1 9 9 0 ) 4l^t*OI 

tit, ®#*Tt>ns p c r (*° u ^ u - xf- * > u r ? i/ 3 > 

fc**. **^lia«©#fec J: 0> :n^WHU IL-6 
Ri^ts^^ffitfcitf il-6 ®->r^;ufeg©*fnsi££!¥ 

^SfciJiTte/fl I L-6SB#^:/^K£<5^iiI L - 6 R SB 
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^^T/^Kti. IL-6R*4lMiI L-6 izm& I L - 

6 (Disvkmmrpmfrte t> ©-e&ntf. -eoE^j^pa^^v^ il 

- 6 gp^^^^ Kfc-J: I L - BRSP^^^f Ki:-3i>tli, *S 
#§*F£?IIU S 5 2 1 0 0 7 5 ^#I®;i:o I L - 6 R7>f t > 
X:*U3f??l/3-f- Kllo^tlilfH 3 ? 5-300338 

C to 

ams-HUPj -)7fcteii:fit^5o -rts:t>*>nnm it*, i 

n v i t r o "C© U V v & XzffimMM © mm 99 U %l HI * Tjk 

-to mmm2 cor- 9 it* 11137-y y&ftmLtz-w 

^f^Mcfcl^T I L - 6 ? -fflte&&M.L, ( 1 ) MffliifejS 

m&mmt Ltzmm&mfcomffl ceio „ (2) 37-y>M 

"7 O XOjfiL^CDCLlIM ^ 5 - y >t»L^ffi©^flJ (05) „ (3 
) I L - 6 U*:/*-ffif*£S^LfcMi&ife*f s ;l'^*;*©&&H 
fi&Kfc #^©I^M*&©4g7E ©HP 

(16) Col^T^lf U^t>©T$.5 0 
-£ ©#£31. _tl£ (1) & (2) Col^T te^ X -T ;l/ T © 

Wfffi&ISS©. &\Z*:<Dy)m\Z I L- 6 U-tr^^-trt^OjfP^J^m 
#ea£>£ttrt:o (3) ©i&mte, #M*&^© 

©eS#JW*i|£ ft. d ft(i#i;&fe#J 1 (in v i t r otOiHi 

( 1 ) SO 1 ( 2 ) ©3Hfe*&*(*. *KSS9!©1l14l»«iy'*v*-j& 
j5?#J ^30 88© III gfi D ^ citifcxil^ft 5:t^/Ttfe©t 
& ^ o 

* Ii6 18 ©S 14 HAS U ^ v^te^Jti. SHdi^iD^i:, *: 
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mmft&tt. ttttrtait. &Tm*t*iz&*) 

-r* C t*<MT*io 0>Jx.tf. *> 1-10 0 Ong/*t©lfi 
ffl-C 4 EI T ©# SUSSES ft * :t^T'^o Ltt^ 
#ffe"UI©0§fli 'J ^ vf-j&jRfllt* ;:n £©&■£* KfllK 3 n* fe©T 
lift ^ 0 

* 5iS W © M fSS U Ovf-^^^JIi-ffir^C L # o T Sffi rtst" 6 d t 
^■Ct^o tt»ffl««l«i. WfiSftfc I L - 6 T > * ^ 

C PK^K±^J. /c t T w e e n 8 (K -tf 5 f- t 

T 71/ T7* ^ > (H S A) # £ ! &m?Ltz t> ©T* 0 > £ ^ffl HU (' 

©/ca6©iffi?fc3fJ£ b"t l*0ijx.ti'v y =- h -;U. :T K * tttt if ©SIT 

-r & # 51 h ji ti - n ^> iz ps£ $ n & & © t # o 

l . fchpIjgt£IL-6 v-tzf ? -©iWHl 
Yamasaki£©;fri£ (Science, 2 4 1:8 2 5 - 
828, 1 988) Cf^ibn/itML-eH?^^- (IL 
-6R) *3-Ft«cDNAat^7X; KpBSF2R. 2 
3 6^ffl^T, PCR (I'J A-Xfx->'J7^ 3 » 
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i?)«n§tIL-6R &ftf£Ltz (Yasukawa£. J. Bi 
ochem. 108:673-676, 1990) o 

±E^77; Kp-BSF2R. 236 &ft\mmms p h I TMIt 
IT, IL-6RcDNA||f^||, :n^mpl 8 (Amers 
hamSD CifAU^o I L - 6 R c DNACX h ^3 F>^| 
At5J:?i:ff>f >bfc^fi!ct'J^^7^7-ATATTCTC 
TAGAGAGATTCT^ffi^T, Offn $ 
Xi/XfA (AmershamS) (C £ x PCRSTIL-6R 

y^3 4 5cD^M(r#A^n. «T2§1£ IL-6R (s IL-6R) 
DNA^'#t.n/:, 

s I L - 6 R c DNA^CHOilit^St^fcfei:, d i h y 
drofolate reductase (dhf r) 
3 c DNA^WRSf P v u I ®mUft.lzm\ZtitzZf ? * ;Fp 
ECEdhfr(Clauser£. Cell, 45:721-7 
35, 1 9 8 6 ) CHi ndlll - Sail T«J»r LtzJtfg. s I L 
-6RcDNA£*fAL. C H 0 Jj$ ^ ?i :/ 5 y\ I KpECEdh 
f r 3 4 4 ^#fc 0 

1 0^g(D^7X; FpECEdhf r 3 4 Udhf r" CH 
OmmWD XB-11 (UrlandS, Proc. Natl. A 
cad. Sci. USA 77, 4216-4220, 1980) 
^%JH"yj~7*X7*J h i£&& ( C h e n M o 1 . Cel 
1. Biol. 7:2745-27 5 1, 1 9 8 7 ) CiD, F5 
> !7 x ? H/: 0 

h 5 > X 7 x ? MfcCHOiflS^lmMr;^; >> 1 0 % 21 tff 
Fetal Calf Serum (FCS)> 1 0 0 U/inl©^ 
— is i) y & £ l o 0 # g /ml © x h U ^ h v >r S/ > £ if 7 ? u 
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oaaB&*K#*jRfe-c^ ^ u -->n, — 3©i-cHoa6^ 

d - >£f#fc 0 - ©-C HOii ? a - 2 0 nM~ 2 0 0 nM©^Jg 
©yhhl/^-tr-h (MTX) "C^IBb-. khs I L - 6 RS4C 
HOilg^ 5 E 2 7 

C H 0*fflBS1* 5E2 7*5«FCS*tt^^3-^aS^^^ 
(IMDM, GibcoS) "C«F« *©«F*±»£III 
IRL, i£#_b?f *© s I L-6ROlS^EL 1 SA (Enzym 
e-Linked Immunosorbent A s s a y ) & 

2 . bHL.-6 6l^©H^ 
Mat sudabO^S (Eur. J. Immunol. 18: 
951-956, 1 9 8 8 ) i:J:f)> t h I L - 6^ft^l^lt 

o 

1 0//gOlMIL-6 (Hi rano^ Immunol. 
Lett., 17:41. 1 988) £7o>f>h 5u£T 'J '< > 

1 5 0 0 £fflV>T ^ - v*fflfl&1*P 3 U 1 i « 3 -fr o 7* 
, ; K-7^HATtii^Ml^O i £©;£?£ (S e 1 e c t i v 
e Methods in Cellular Immunolo 
g y , W. H. Freeman and Co., San Fra 
ncisco, 351, 1980) Ciotlf? bML-6 

flLft^-^^-rs'W^u K-"7^iibfc 0 t h i l - 6 

Z O o 
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-?tit>*>* it'i'f'j h"-;i/ScD9 e^x^v-r^D^u-b ( 

Dynatech Laboratories, Inc. HL A 1 
exandria, VA) ^0. IMOcarbonate — hy 
drogen c a r b on a t ei®^ (pI9. 6)4* "CI 0 0 
U 1 (D-nrtfC? V X I g ( 1 0 u 1 /ml, Cooper Bi 
omedical, IncSSf Malvern, PA) i: i M °C 
T-|3-M/:, &^T> 7 V - h & I 0 0 u I O \ % ^ Mm 
T )17 i y ( B S A ) *^t?PBSi:J:0SfiT2 ^ri«L/c 0 

^U - h^^tlt, 2 0 0 0 cpm / 0 . 5 ng/ ^ x ;b t 4" ^ i 

9i: 125 1 mMk®.mm i l - 6 x ;i^s&jn ft^b/^s- 

x;KDt^ffit^*'>v*^ - (B e c km a n Gamm 
a 9000, Beckman Instruments, F u 1 
1 e r t o n , C A ) tl^l/c 0 2 1 6i0^^yj F-v^n 
- > CD ? 3 2 1® © :/ U F-7i/D->^I L-6^^T^-tr 

MH166. BSF2 <htltz 0 ~? U K-^^j^^f ^ I 

L — 6Si^MH 1 6 6 (i I gG 1 /cl©t^^>f ^^f t§ 0 

o^T\ I L - 6 tt^14v^X^>T7 U F-viMMH 6 0 . 
BSF2 (Ma t suda^ Eur. J. Immunol. 18 
: 95 1-956, 1 988) ^ffl^TMHl 6 6 J: 
7 U K- vCDitmtC^-r & *fD7£t*£tB^fc 0 MH60. BSF2 

^afl^^ l x i o 4 / 2 o on i/^x;^4-aoi:»^U :n 

CMH 1 6 6 VLfoZ^tS*)- yfJl&mZ.^ 4 8&Ffflt&mis, 15. 
1 C i /mmol© 3 H^i^>(New England Nucl 
ear, Bos ton, MA) *im 3EK 6 
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Labo Mash- Science Co., Tokyo, Ja 
pan) vmmLtco 3 > h o - ;t, LT ^-t^i/i IL-6tfi;ft* 
ffl^/:„ -eo^I, MHl 6 6 IL-6i:J:f)ii$n§M 
H6 0. BSF2HII© 3 Hf $ f J > ©flfc&##£*4fc#KM- Iflg 
Ltz 0 Z.<DZ.b£K), MHl 6 6 ftttt* I L - 6 ©*£1££*fn-f & 

3 . b h I L - 6 U-fe^jr-ffiftOllg 

Hiratab©JS(J. Immunol., 143:290 
0-2906, 1 9 8 9 ) K J: OttJfcbfctn; I L - 6 R!fcf*MT 1 
8£CNBrlc£0 Sttrb^-fr/w-b Z> T o-X4B (Pharma 
cia Fine ChemicalsS^ Piscataway 
, NJ) fcj&ftO&^KLfc^oT&^S-fr, :n*ffll>TIL- 
6R (Yamasaki£. Science 241 :825-8 
28, 1 9 8 8 ) ^^SU:o 

thUD-7jBlB«U 2 6 6 *l«^4 f h-> (Wako C 
hemicalsSSD. 1 OmMHJ 7 -^7 ^ > (pH7. 8) 

J; t/ 0 . 15M N a C 1 £ 3" 1 mM p - 5 T S y 7 x — -fc 
y. ^ > X )l 7 * — ^ V h * v J K ' W K o 7 n y K (Wako C 
hemi ca 1 si) (^^h->M®^) "C nTJ&ffc U -b 7 r n 
-X4Bt*-Xtfe^S*fcMTl 8#L{*tig£-b7io t" 

- 6 R t b o 

BALB/c70^^3x 1 0 8 <@CDU2 6 6 aM&fr & #fc±£ 
SB^WS I L - 6 R "C 1 O0fcii:4 HJftJsb. ^Ot^SCiO 
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&m±m&T§d.<Djj8klZT I L - 6 R^CDfe&fSn&m^tCo 5 x 
10 7 iOU 2 6 6 *fflfl&£ 38 S (2 . 5mCi) ti 

*L, _bie^^ h->«»«ETRr»fkLfeo Pr&ffcLfcU 2 6 6*ffl 

fl&£ 0 . 0 4mltiOt7TO-X4 Btr-Xtte^Siir/cMT 1 
8ft#tiS-£L. h->«««T6 Ilifc^L. 0. 2 

5 ml© *J*f Y — (PH3. 4) (I «fc 0 3 5 S - / 5=- Or - > gifts 

I L - 6 R £j5fEffl £ t, 0. 0 2 5 mlO 1 M Tris ( pH 7 . 4 

) T * fD L o 

0. 0 5ml©A-f^ij K-7«1J:I*0. OlmlOProte 
in Gt7 7 n-x (Phramac i aS) tM^Ltz 0 & 
Ltz'&^ -to? r o -LfBTiSS! Lfc 0 . 0 0 5 ml(D !5 SiiI 

L - 6 Rg^tHC-f^^- M/:, ft 3& ifct 1^*8) !i€ £ S D S 
-PAGE T##r I L - 6 R tSl&t^^^^ U K- v±£Si_t 

^fil/ce 'W:/'J K-vPM - 1 ^ £ £ n 3 I L - 6RtiL 
ftPM-lli, I gG 1 /cIcDtr^^y^f t<5o 

'W^'J F-vPM - 1 i3<m^-T £ VifoO h h I L - 6 R d^-T 

5 I L-6 ©^^IS^^tt^ t h ^ io-vSBBaftU 2 6 6 £ ffl 
Xm^tzo t hiS&M I L - 6 &jzmm£ OIS^LCHirano 
£ . Immunol. Lett., 17:41, 1988).^;!/ 
h>-/N>^ — ^1 (New England Nuclear, 
Boston, MA) CiO 125 I Lfc (T a g a J . E 
xp.Med. 166:967, 1987) Q 

4 x 1 o 5 <@CDU 2 6 6 1 0 OfgiOiiii'Jtt^^ftU L - 

6 © £T T ^ ig d T , 1 B£ PiS > 7 0% (v/v) ©a^^'J F- 
v P M - 1 <Dmm±m& J: ^ l 4 0 0 0 cpm O 1 25 I I L - 6 
£: t *> (Ci&# b/; 0 7 0 // 4 0 0tf 1®7^?d 
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7j--^ijxf i/vfa-^ian/^ o o u i©fcs±i:i 

Jib. Mffi>±.<Dfottft®.&fflfe bfco 

-£©*£3I. ^n-T^U K-vPM - 1 7^g£-f &#L{fc(*> I L - 6 
CD I L — 6 R Ct^it>^t^^^o 
fflj 4 . y ^ X I L - 6 U-tr^^-Cti^CDiUSt 

6 - 1 3 4 6 1 7 CEtO^^tv^X I L - 6 U -tr 7 s * 
- tljtf-f £ ^ ^ ?n--J-;Ut/lffc£:tli^b/Co 

Saito (J. Immunol. , 147, 168-173, 19 

9 3) izm\,^ vt;XoT^14 I L - 6 1/ Zf ? — %:M&.~$~ & C HO 

^bv-^xnj^t I L - 6 bty^-a^RS 1 2 (±E Saitoh 
tAf f igc 1 1 0 ? Jl> (Biorad) (ig^b/cT 

-) ©ttSBfitTtC^it b/co 2 aiffl»^ £ li 7 a -< > h ^%±T i? 

#3 2 x 1 0 8 4H£ 1 x 1 0 7 j|©7-7^;iD-7llSP 3U 1 t 
5 0 %OPEG 1 5 0 0 (^-Ur/tf-vr/'WA) ^"CSTfe 
CJ; t)]|nfelH43'fr*:tiK HATiUCT^WT-'J K - ^ £ X ? »J 

l/- Mr 7*0 K-v^^±fff^Jnx.^^v!7X -51^14 I L - 6 

&,\,^-qw*islw * i l — 6 u ~? ? — 

i§ELI SASia^^XPl^t iL-6l/t^^-i:*ff5 
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a< wb $ n tz ^ * y u K-v^n-^iniot^x? u - — > r 

R 1 6 - 1 fcigfl-tffco 

:0^W^'J K- v^jg£-r Sffitt© I L - 6 ©1f IRfcjt 

Kfc ft & ^ fn t£ £ M H 6 0 . B S F 2 IfflflS (Matsuda J. Imm 
unol. ,1 8, 95 1- 956, 1 9 8 8 ) ^ffll^: 3 Hf ; i?>© 
IXii^Tll^/Co 9 6 7 x 1/ - h (C MH 6 0 . BSF2*fflH&£ 

i x i o 4 i/2 o o # i / v i ^ t # z> x -5 cist > zntrv 

*)X I L - 6 (10 pg/ml) £ MR 1 6 - I fcliR S 1 2 f/t 

1 2 . 3-1000 ng/ml£2inx.T 3 7'C, 5 9* C O 2 T 4 4 
Iflfflifr* LfcgU 'Hf- 5 2> > (UCi/'fx^) £SD*. 4 B#Pb1 
&©flfc&#*iM£Lrt:o MR1 6 - 1 gifrliMH 6 0. 

BSF2SSBI&© 3 H^ * 'J >(DJ&&&&Mm Ltz Q 

mmm 1 . it ttwtp u o^^m^mmmmom^. 

( l ) mM^flS©iiS 

*§fc 0 ?l)gai^^t;iaOi^t^ o^T 5 rag/ ml ©TYPE 
In^-y^-X (Sigma Chemical C o .8! ) *? 
£ 0 . 15 mg/ml© ^ ^ilft^EDNa s e (Si gma Ch 
emical Col) CJ;?) IMDM (I scove' s mo 
dified Dulbecco' s medium)^#^4 I T 

. 3 7°c i mmj >**.s<- h-r-sc trmm^^^mL. / ^ -y 
a. &m Lxm—imM&'&tzo m ^titzmm^mmmmm <d y 5 x ^ 

*fC5'5KFCS8&iniI MDM^fit^I^t — Hfe ?l 
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(2) mmmmizxz i l - 6i4 
-tsZ'en<bfttzffimmM : £ 3x1 0 3 m/* *ftttzz&oi~5 

«FCS (Hyc Tone Laboratories Incg* 
) , 1 0 U/ml©^ — i/ U > G & <£ CM 0 0 // g/ml©X h U :/ h 

v-r > > £<£tr I MDMmmm-emffiLtz'&, 9 6 ^ x ;uv>r ? n 
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